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Abstract
Objective: Shortly after infection, HIV enters the brain and causes widespread inflammation and neuronal damage, which
ultimately leads to neuropsychological impairments. Despite a large body of neuroscience and imaging studies, the
pathophysiology of these HIV-associated neurocognitive disorders (HAND) remains unresolved. Previous neuroimaging
studies have shown greater activation in HIV-infected patients during strenuous tasks in frontal and parietal cortices, and
less activation in the primary sensory cortices during rest and sensory stimulation.
Methods: High-density magnetoencephalography (MEG) was utilized to evaluate the basic neurophysiology underlying
attentive, visual processing in older HIV-infected adults and a matched non-infected control group. Unlike other
neuroimaging methods, MEG is a direct measure of neural activity that is not tied to brain metabolism or hemodynamic
responses. During MEG, participants fixated on a centrally-presented crosshair while intermittent visual stimulation
appeared in their top-right visual-field quadrant. All MEG data was imaged in the time-frequency domain using
beamforming.
Results: Uninfected controls had increased neuronal synchronization in the 6–12 Hz range within the right dorsolateral
prefrontal cortex, right frontal eye-fields, and the posterior cingulate. Conversely, HIV-infected patients exhibited decreased
synchrony in these same neural regions, and the magnitude of these decreases was correlated with neuropsychological
performance in several cortical association regions.
Conclusions: MEG-based imaging holds potential as a noninvasive biomarker for HIV-related neuronal dysfunction, and may
help identify patients who have or may develop HAND. Reduced synchronization of neural populations in the association
cortices was strongly linked to cognitive dysfunction, and likely reflects the impact of HIV on neuronal and
neuropsychological health.
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Introduction
Cognitive impairments are a recognized complication observed
in 35–70% of persons infected with human immunodeficiency
virus type one (HIV-1), including those who are both treated and
untreated [1–5]. While combination antiretroviral therapy (cART)
has robustly decreased the prevalence of HIV-associated dementia
(HAD), milder forms of HIV-associated neurocognitive disorders
(HAND) remain prevalent [1–3], [5,6]. Despite such high
prevalence, a differential diagnosis can often be difficult, requiring
neurocognitive testing and exclusion of opportunistic infections,
psychiatric disorders, drug toxicities, brain tumors, and other
factors to rule out other causes. Notably, there are currently no
diagnostic tests or any specific biomarkers that can precisely
pinpoint HAND. Likewise, there are no specific tests or
biomarkers that can be utilized to measure disease progression
or to assess therapeutic responses.
To further understanding of the pathophysiology, numerous
neuroimaging studies have evaluated HIV-infected patients with
and without HAND. These studies have included structural and
functional magnetic resonance imaging (fMRI), magnetic reso-
nance spectroscopy (MRS), and other imaging techniques. Some
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of the earliest neuroimaging studies of HAND utilized MRS and
found widespread evidence of aberrant metabolite levels suggest-
ing severe inflammation and neural loss at all stages of infection
[7–11]. Several fMRI studies have investigated neural activation
during attention and working memory tasks in HIV-infected
patients with and without cognitive impairment [12–16]. These
studies have shown that HIV-infected patients exhibit greater
activation and/or larger load-dependent increases in activation
within the frontal and parietal cortices serving task performance
[12–16]. Interestingly, outside of the association cortices, the
opposite pattern (HIV,controls) may exist in the primary sensory
cortices. Two recent studies showed decreased activation in the
primary visual cortices during a basic visual stimulation task using
fMRI, and reduced resting cerebral-blood-flow to the same visual
regions in HIV-infected patients with and without cognitive
deficits relative to uninfected controls [17,18]. These two studies
did not evaluate cortical areas outside of the occipital region,
which complicates any direct comparison to earlier studies of
working memory and attention.
While fMRI studies have been especially informative in this
area, there is at least preliminary evidence that neurovascular
coupling is abnormal in patients with HIV infection [19]. One
recent study reported significantly lower test-retest reliability of
fMRI’s blood oxygenation-level-dependant (or BOLD) signal in
HIV-infected compared with uninfected persons [19]. Such
findings are concerning as the faithfulness of the fMRI signal as
an indirect index of neuronal activity depends on the integrity of
neurovascular coupling. In this study, we utilize magnetoenceph-
alography (MEG) to evaluate cortical activity during visual
processing in older HIV-infected patients and a matched group
of uninfected controls. MEG is a direct measure of neurophysi-
ological activity, which quantifies the ultra-minute magnetic fields
that naturally emanate from postsynaptic electrical currents within
populations of active pyramidal cells in the cortex. The method is
completely noninvasive, possesses millisecond temporal resolution
and good spatial precision, and is entirely unaffected by
abnormalities in neurovascular coupling. We evaluated an older
group of patients (i.e., ,60 years-old) because HIV-infected
persons are living much longer in the cART era, and these patients
are an underrepresented group in research studies. Our primary
focus was activation differences between infected and uninfected
persons in both the primary visual cortices and higher-level
association cortices during visual processing. We hypothesized that
HIV-infected patients would exhibit reduced activation in
modality-specific occipital regions and greater or equal activation
in the association cortices.
Methods
We evaluated 12 HIV-infected adults (3 females) and 11
uninfected healthy controls (3 females). Mean age was 57.92 years
(range: 50–69 years) in the HIV-infected group, and 59.36 years
(range: 53–70 years) in the control group. Controls were
individually-matched to patients in regards to age, sex, ethnicity,
and handedness. HIV-infected participants were receiving effec-
tive antiretroviral therapy and had undetectable viremia. The
mean duration of HIV diagnosis was 17 years (range: 10–22), and
the average CD4+ T-cell count was 741 cells/mm3 (range: 267–
1276). Exclusionary criteria included any pre-existing major
psychiatric or neurological disorder, active brain infection (except
HIV-1), presence of brain neoplasm or space-occupying lesion,
history of head trauma, current substance abuse, and the MEG
Laboratory’s standard exclusion criteria (e.g., dental braces, metal
implants, battery operated implants, and/or any type of
ferromagnetic implanted material). Written informed consent
was obtained following the guidelines of the University of
Nebraska Medical Center’s Institutional Review Board, which
approved the study protocol.
Neuropsychological Assessments
All patients underwent a battery of neuropsychological testing.
This neuropsychological battery was sensitive, tested multiple
domains, yet was relatively brief and convenient, and adhered to
the recommendations of the Frascati consensus [5]. The battery
assessed multiple functional domains including, gross motor (timed
gait), fine motor (grooved pegboard), language (WRAT 4 reading),
verbal learning (Hopkins Verbal Learning Test – Revised), verbal
memory (HVLT-R, delayed recall), speed of processing (Trail-
making-A, digit symbol), attention and working memory (Paced
Auditory Serial Addition Task), and executive functioning (verbal
fluency, Stroop, and Trailmaking-B). Correlation analyses were
conducted on a subset of these neuropsychological metrics and the
MEG data (see below). Selection of this subset was based on the
distribution of scores across patients and the cognitive faculty
probed by individual measures.
Experimental Paradigm
Throughout the visual stimulation paradigm, participants were
seated within the magnetically-shielded room with both arms
resting on a tray attached to the chair body. Participants were
instructed to remain still and fixate on a centrally-presented cross
hair, while a small checkerboard-pattern square was presented in
the top-right visual quadrant. The stimuli were of 67 ms duration
and were presented with a variable inter-stimulus interval of 2.1–
3.2 s. A total of 120–130 trials were collected per participant.
MEG Data Acquisition & Coregistration with Structural
MRI
With an acquisition bandwidth of 0.1–330 Hz, neuromagnetic
responses were sampled continuously at 1 kHz using an Elekta
Neuromag system (Helsinki, Finland) with 306 MEG sensors.
During data acquisition, participants were monitored via real-time
audio-video feeds from inside the magnetically-shielded room.
Each MEG data set was individually corrected for head motion
during the recording (offline), and subjected to noise reduction
using the signal-space separation method with a temporal
extension [20]. Each participant’s MEG data was then coregis-
tered with structural Teighted MRI data. All structural MRI data
were aligned parallel to the anterior and posterior commissures
and transformed into the Talairach coordinate system [21] using
BrainVoyager QX (Brain Innovations, The Netherlands).
MEG Pre-Processing
Artifact rejection was based on a fixed threshold method,
supplemented with visual inspection. Epochs were of 1.4 s
duration (20.4 to 1.0 s), with 0.0 s defined as the stimulus onset
and the baseline being the 20.4 to 0 s window. Artifact-free
epochs were transformed into the time-frequency domain using
complex demodulation [22], and the resulting spectral power
estimations per sensor were averaged over trials to generate time-
frequency plots of mean spectral density. These data were then
normalized to allow task-related power fluctuations to be
visualized in sensor space as event-related synchronizations
(ERS; power increases) and desynchronizations (ERD; power
decreases).
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MEG Time-Frequency Statistics
The specific time-frequency windows used for imaging were
determined by statistical analysis of the spectrograms correspond-
ing to the MEG gradiometer sensors. Essentially, each data point
in the spectrogram was evaluated for group differences using a
mass univariate approach based on the general linear model. We
conducted the analysis in this way, and not using one-sample t-
tests (i.e., across both groups), because we were interested in
potential oscillatory differences between groups on parameters
such as response duration or peak frequency. Such effects could
easily wash out in a one-sample t-test, as this would essentially
show the overlapping bins in time-frequency space (across groups).
To reduce the risk of false positive results while maintaining
reasonable sensitivity, a two stage procedure was followed to
control for Type 1 error. In stage one, two-sample t-tests were
conducted on each data point and the output spectrogram of t-
values was thresholded at (p,0.05) to define time-frequency bins
containing potentially significant differences in oscillatory activity.
In stage two, time-frequency bins that survived the (p,0.05)
threshold were clustered with temporally or spectrally neighboring
bins that were also above the (p,0.05) threshold, and a cluster
value was derived by summing the t-values of all data points in the
cluster. Nonparametric permutation testing was then used to
derive a distribution of cluster-values, and the significance level of
the observed clusters (from stage one) was tested using this
distribution [23,24]. For each comparison, 10,000 permutations
were computed to build a distribution of cluster values.
MEG Source Imaging
Cortical networks were imaged through an extension of the
linearly-constrained minimum variance vector beamformer [25],
which employs spatial filters in the frequency domain to calculate
source power for the entire brain volume. Following convention,
the source power in these images was normalized per subject using
a separately averaged pre-stimulus noise period of equal duration
and bandwidth [26]. In principle, the beamformer operator
generates a spatial filter for each grid point, which passes signals
without attenuation from the given neural region while minimizing
interference from activity in all other brain areas. The properties
of these filters are determined from the MEG covariance matrix
and the forward solution for each grid point in the image space,
which are used to allocate sensitivity weights to each sensor in the
array for each voxel in the brain (for a review, see [27]).
Normalized source power was computed for the time-frequency
range of interest per participant at 4.064.064.0 mm resolution.
Each subject’s functional images, which were co-registered to
anatomical images prior to beamforming, were transformed into a
standardized space [21] using the transform previously applied to
the structural MRI volume. MEG pre-processing and imaging
used the Brain Electrical Source Analysis (BESA version 5.3.2)
software, and MEG-MRI coregistration used BrainVoyager QX
(Version 2.2).
The effect of group was examined using a random effects
analysis for the time-frequency bin of interest, while one-sample t-
tests were conducted to probe activation patterns in each group.
To reduce the risk of false-positive results, we followed a procedure
analogous to the time-frequency analyses described above. Briefly,
statistical parametric maps were thresholded at (p,0.01) to define
clusters of potentially significant activation. Permutation testing
was used to derive a distribution of cluster-values and the
significance level of the observed clusters was tested directly using
this distribution [23,24]. For each comparison, 10,000 permuta-
tions were computed to build a distribution of cluster values.
Results
Statistical analysis of sensor-level time-frequency spectrograms
indicated significant event-related oscillatory differences in the 6–
12 Hz band during the 50–225 ms post-stimulus time window
(p,0.05, corrected; see Figure 1). These responses were concen-
trated in frontal aspects of the array. We selected a time-frequency
window of equal bandwidth and duration from the baseline period
(6–12 Hz, 2175 to 0 ms), and imaged these oscillatory changes
using beamforming.
Task Effects
Uninfected controls exhibited significant ERS responses in the
6–12 Hz range between 50–225 ms in the right dorsolateral
prefrontal cortex (DLPFC), the inferior surface of the left calcarine
fissure extending onto the left inferior occipital cortices, right (and
slightly left) frontal eye-fields (FEF) near the supplementary motor
area, and the posterior cingulate cortices (all p’s ,0.01, corrected).
In contrast, HIV-infected participants showed significant ERD
responses in the 6–12 Hz band within the right DLPFC and the
right FEF (p,0.01, corrected). In addition, HIV patients exhibited
ERS in the left inferior occipital cortices (p,0.01, corrected).
Group Effects
Group-mean ERS responses in the modality-specific occipital
cortices were stronger in the control group, but this effect did not
approach significance. In contrast, the groups did differ in the
right DLPFC and FEF (p,0.01, corrected), as HIV-infected
patients exhibited strong decreases (i.e., ERD) and controls
showed robust increases (ERS) in these neural areas during the
50–225 ms window (see Figures 2–3). Finally, controls had
significantly stronger ERS responses in the posterior cingulate
region.
Neuropsychological & MEG Correlations
To evaluate possible relationships between neuropsychological
functioning and regional MEG activity in HIV-infected patients,
we conducted a series of exploratory Pearson-correlations using
the maximum amplitude value in each brain region where group
differences were found, and the patient scores on individual
neuropsychological assessments. These analyses indicated that the
retention index of the Hopkins Verbal Learning Test Revised
(HVLT-R) was positively correlated with the amplitude of neural
activity in the right FEF, r(12) = 0.72 (p,0.05, Bonferroni-
corrected), and the right DLPFC, r(12) = 0.76 (p,0.05, Bonfer-
roni-corrected). These correlations showed that patients with
weaker ERD responses (closer to controls) had higher retention
scores. The other neuropsychological tests that we examined were
not significantly correlated with MEG activity.
Discussion
We evaluated neurophysiological activity during basic visual
stimulation in HIV-infected older adults and a matched sample of
uninfected healthy controls using MEG imaging. Our most
important finding was that visual stimulation induced oscillatory
neuronal responses of opposite direction in the association cortices
of patients and controls. While between-group activation differ-
ences were expected in these brain regions, such a pronounced
effect was surprising. Furthermore, neural activity in the right FEF
and DLPFC (i.e., association areas) were correlated with
neuropsychological performance in HIV-infected patients, thereby
linking these aberrations in brain activity to impairments in
cognitive functioning. Beyond the association cortices, we
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hypothesized that HIV-infected patients would exhibit reduced
activation in modality-specific occipital regions relative to controls,
but this effect did not approach significance. Below, we discuss the
implications of these findings for the neural basis of HAND.
In this study, HIV-infected patients showed decreased neural
synchronization (i.e., ERD) during visual processing in neural
populations within the right DLPFC and FEF. Conversely,
uninfected controls showed increased neural synchronization
(i.e., ERS) in these same brain regions. Interestingly, the amplitude
of the ERD in these two brain areas was correlated with scores on
the retention index of the HVLT-R in HIV-infected patients,
which is a test known to be sensitive to HAND [28,29]. Essentially,
those patients with the strongest ERD had the lowest retention
rates and those with the smallest ERD (or a slight ERS) had the
Figure 1. Average Time-Frequency Spectra in Un-Infected Controls and HIV-Infected Patients. Time (in ms) is denoted on the x-axis, with
0 ms defined as the onset of visual stimulation and the baseline being the 2400 to 0 ms time period. Frequency (in Hz) is shown on the y-axis. The
average spectra for a MEG gradiometer in the right frontal area, expressed as percent difference from baseline (scale bar appears on far right side), are
shown for un-infected participants on the left and for HIV-infected patients on the right. The early 6–12 Hz synchronization can be easily discerned in
controls, whereas patients exhibited a slight desynchronization during this time period. In contrast, after 300 ms both groups exhibited
desynchronization in the 6–12 Hz range, with HIV-infected patients showing a slightly stronger desynchronization on average, although this response
was highly variable across participants and did not approach significance.
doi:10.1371 ournal.pone.0066241.g001
Figure 2. Dorsolateral Prefrontal Cortex (DLPFC) Activity during Visual Processing. (A) Group statistical maps (p,0.01) show strong ERS
responses in the right DLPFC of uninfected controls (top row) and strong ERD activity in the same neural regions of HIV-infected patients (bottom
row). Thus, visual stimulation elicited activity in opposite directions within the DLPFC and other regions of patients and controls. Color scale bars
indicate t-statistical values. (B) A -rendition showing neural regions where significant (p,0.01, corrected) group differences were detected during
visual processing. As shown, HIV-infected patients exhibited strong reductions in neuronal responses between 6–12 Hz in the right DLPFC, right
frontal eye fields (not shown), and a small area of the inferior posterior cingulate. All images are shown in radiological convention (R = L). Blue: ERD,
Orange: ERS.
doi:10.1371    j/ournal.pone.0066241.g002
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highest retention rates, which makes sense given the pattern of
strong ERS responses in uninfected controls. Previous parametric
fMRI studies of working memory and attention have shown that
uninfected controls exhibit stronger activation than patients in the
right prefrontal cortices and the FEF during the easiest condition
(e.g., lowest memory or attention load), but that this pattern
reverses (patients.controls) as the memory load increases [13,14].
Such observations are in line with the current findings and may
suggest a failure to orient to the task, or more simply that the brain
is less sensitive or less responsive to low-level stimulation that does
not require extensive attentional resources. The basic visual
stimulation task used in the current study only required that
Figure 3. MEG Responses in the Frontal Eye-Fields (FEF). (A) axial images showing the maximum response in uninfected controls (top left) and
HIV-infected patients (top right). Consistent with the right dorsolateral prefrontal cortex findings, HIV-infected patients exhibited significant ERD in
the right FEF in response to the visual stimulation, whereas uninfected controls exhibited strong ERS that was slightly more midline focused. The
rendition (bottom) shows the ERS (orange) found in controls, the ERD (blue) found in patients, and the FEF cortical region where significant group
differences were found (green) superimposed on the same standardized brain. All maps have been thresholded at (p,0.01, corrected) and the
images are displayed in radiological convention (R = L). The color scale bar shows t-statistical values.
doi:10.1371/journal.pone.0066241.g003
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participants focus on a centrally-presented crosshair, and avoid
saccades to the visual stimulus that intermittingly appeared in the
participant’s top-right visual quadrant. Thus, ERS activity
detected in the right DLPFC and FEF of controls potentially
reflects neural activity serving low-level attentional control (i.e.,
right DLPFC) of processes that maintain or control eye-position in
the visual field. Finally, Thompson et al. showed that the degree of
cognitive impairment in non-demented HIV-infected patients was
strongly correlated with the thickness of the DLPFC [30].
HIV-infected patients also exhibited decreased ERS in inferior
regions of the posterior cingulate relative to controls. The posterior
cingulate is known to be a critical node in the default-mode
network, which is a group of brain areas that are more active
during awake rest than during cognitively active states and that
maintain strong inter-regional coupling [31–33]. A large corpus of
normative fMRI studies have identified and characterized this
network, which includes medial prefrontal cortex, the posterior
cingulate/precuneus cortices, and the mediolateral inferior pari-
etal cortices bilaterally [34–36]. Interestingly, an EEG/fMRI
study of the default-mode network showed that 2–9 Hz activity
was inversely correlated with BOLD measurements [37], and a
recent intracranial EEG study linked a similar neuronal response
rate (i.e., frequency band) with activity in the default-mode
network [38]. Moreover, recent methodological advancements
have allowed characterization of the brain’s resting-state networks
with spatially-resolved MEG [39]. Brookes et al. [39] suggested
that the vast majority of resting-state networks detected using
fMRI correspond to beta-frequency activity in the MEG signal.
However, one critical exception was the default-mode network,
which was strongest in the alpha-frequency range (8–13 Hz) in
their study of ten healthy adults [39]. Thus, the greater ERS in the
posterior cingulate region likely reflects enhanced suppression of
default-mode activity in controls during the visual processing task.
Across the DLPFC, FEF, and posterior cingulate HIV-infected
patients exhibited reduced neural synchronization in the 6–12 Hz
frequency range. This frequency band includes part of the classic
theta (4–7 Hz) and alpha bands (8–12 Hz), which have been
linked to memory function (theta and alpha), visual processing
(alpha), and many other cognitive functions. In particular, frontal
theta activity has been linked to working memory and visual
attention processes [40–42]. In addition, several studies have
shown that frontal theta increases are correlated with memory
load, in that larger memory loads (e.g., 5 items compared 3 items)
are associated with stronger frontal theta activity [40–41,43–44].
There is also some evidence that frontal alpha activity increases
with memory load [42], although these reports have been less
frequent. More commonly, alpha activity has been linked to active
inhibition of task irrelevant brain regions during attention and
working memory tasks [45–46], with some data further suggesting
that alpha-frequency activity may be a critical mechanism for
overall network coordination during cognitive processing [42,46].
In the current study, we observed classic alpha desynchronization
in occipital cortices (i.e., 6–12 Hz) following visual stimulation in
both groups, which would be consistent with a release of occipital
inhibition to allow active visual processing. We also observed
increased 6–12 Hz activity in the right DLPFC and FEF in
controls relative to HIV-infected patients. Such increased alpha
activity is consistent with other studies that used visual attention
tasks, and may suggest that the increased frontal alpha activity in
controls reflects enhanced attentional processing relative to
patients [42].
In contrast to several recent reports, we did not observe hypo-
activation in the primary visual regions of HIV-infected patients
[17,18]. Previous studies have shown decreased regional cerebral
blood flow (CBF) in the primary visual cortices during rest, and
reduced fMRI BOLD activation in occipital cortices during visual
stimulation. The current study did observe greater activation
(marginal means) in the left occipital region in uninfected controls,
but this effect did not approach significance. This difference
between studies may reflect the substantially larger sample size
used by Ances et al., as these studies had more than twice as many
participants per group than the current study and thereby, greater
sensitivity to detect smaller effects [17,18]. However, Ances and
colleagues also recently showed that the test-retest reliability of
fMRI (BOLD and CBF) measures in HIV-infected patients are
much lower than controls, and that the intrinsic coupling between
oxygenation and blood flow is aberrant in HIV-infected patients
[19]. Such a breakdown in the coupling of these parameters could
produce spurious results and lead to inconsistent findings between
fMRI and MEG studies. Unfortunately, these studies only
investigated the occipital area alone [17,19] or the lenticular
nuclei and the occipital region [18]. Thus, it is impossible to
discern whether these previous fMRI studies would have also
detected the larger group effects that we observed in the right
DLPFC, right FEF, and posterior cingulate. Essentially, we found
clear statistical differences in these regions with a much smaller
sample, and the corresponding effect sizes were of course much
larger than those seen in visual cortices.
Previous human imaging studies using fMRI, MRS, and other
techniques have improved understanding of the neural bases of
HAND, but thus far MEG imaging has had an extremely limited
role in this area. To our knowledge, only two previous MEG
studies have investigated patients with HIV/AIDS. One reported
aberrant mutual information between sensors in the anterior right
part of the MEG helmet and those in the posterior left part.
Measures of mutual information are closely related to functional
connectivity, thus these findings suggest abnormal functional
connectivity between right frontal and left posterior regions in
HIV-infected patients [47]. Although some caution is warranted as
MEG sensor-level data (i.e., magnetic field strength measurements)
contains neural activity from a mix of many distinct brain areas,
and it is tenuous to link such activity to particular brain regions.
The other MEG study examined the reliability of MEG
measurement, and provided preliminary evidence that broadband
sensor-level data had good test-retest reliability after ,24 weeks in
both HIV-infected patients and controls [48]. Such findings are
clearly supportive of using MEG to develop biomarkers for the
early identification of HAND, and the current study also makes
important contributions to this long-term goal.
To close, we evaluated whole-brain neurophysiological activity
using MEG in HIV-infected patients and a matched group of
uninfected controls who were performing a basic visual processing
task. Our primary findings indicated that infected patients exhibit
abnormal activation in the right DLPFC, right FEF, and the
posterior cingulate cortices. For the right DLPFC and FEF
regions, the amplitude of activation in HIV-infected patients was
correlated with neuropsychological performance on a relatively
sensitive test for HAND, thus connecting imaging and behavioral
measurements of abnormal brain function due to HIV-infection.
Lastly, the current study is not without limitations. All of our
patients were undergoing combination antiretroviral therapy, and
the effects of therapy on the MEG signal are unknown. In
addition, some of our patients had a history of drug or alcohol use,
which may have had a long-term impact on cortical physiology
that is not directly related to HIV. We also studied only older
adults with HIV, given their underrepresented status, and our
findings cannot be generalized to younger patients who have been
infected for a shorter period of time. Finally, our sample size was
Abnormal Oscillatory Activity in HIV
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also rather small compared to previous fMRI studies, although it is
comparable to many MEG studies in psychiatry and neurology.
Future studies should use larger samples and evaluate the effects of
antiretroviral treatment and infection duration.
Acknowledgments
We would like to thank our participants for volunteering.
Author Contributions
Conceived and designed the experiments: TWW HSF SS. Performed the
experiments: TWW HSF US JON EHG NLK SS. Analyzed the data:
TWW HSF KRR US EHG SS. Wrote the paper: TWW HSF SS.
References
1. Cysique LA, Brew BJ (2009) Neuropsychological functioning and antiretroviral
treatment in HIV/AIDS: a review. Neuropsychol Rev 19: 169–185.
2. Heaton RK, Clifford DB, Franklin DR, Jr., Woods SP, Ake C, et al. (2010) HIV-
associated neurocognitive disorders persist in the era of potent antiretroviral
therapy: CHARTER Study. Neurology 75: 2087–2096.
3. Heaton RK, Franklin DR, Ellis RJ, McCutchan JA, Letendre SL, et al. (2011)
HIV-associated neurocognitive disorders before and during the era of
combination antiretroviral therapy: differences in rates, nature, and predictors.
J Neurovirol 17: 3–16.
4. Simioni S, Cavassini M, Annoni JM, Rimbault Abraham A, Bourquin I, et al.
(2010) Cognitive dysfunction in HIV patients despite long-standing suppression
of viremia. AIDS 24: 1243–1250.
5. Antinori A, Arendt G, Becker JT, Brew BJ, Byrd DA, et al. (2007) Updated
research nosology for HIV-associated neurocognitive disorders. Neurology 69:
1789–1799.
6. Robertson KR, Smurzynski M, Parsons TD, Wu K, Bosch RJ, et al. (2007) The
prevalence and incidence of neurocognitive impairment in the HAART era.
AIDS 21: 1915–1921.
7. Chang L, Ernst T, Leonido-Yee M, Walot I, Singer E (1999) Cerebral
metabolite abnormalities correlate with clinical severity of HIV-1 cognitive
motor complex. Neurology 52: 100–108.
8. Chang L, Lee PL, Yiannoutsos CT, Ernst T, Marra CM, et al. (2004) A
multicenter in vivo proton-MRS study of HIV-associated dementia and its
relationship to age. Neuroimage 23: 1336–1347.
9. Harezlak J, Buchthal S, Taylor M, Schifitto G, Zhong J, et al. (2011) Persistence
of HIV-associated cognitive impairment, inflammation, and neuronal injury in
era of highly active antiretroviral treatment. AIDS 25: 625–633.
10. Lentz MR, Kim WK, Lee V, Bazner S, Halpern EF, et al. (2009) Changes in
MRS neuronal markers and T cell phenotypes observed during early HIV
infection. Neurology 72: 1465–1472.
11. Yiannoutsos CT, Ernst T, Chang L, Lee PL, Richards T, et al. (2004) Regional
patterns of brain metabolites in AIDS dementia complex. Neuroimage 23: 928–
935.
12. Chang L, Speck O, Miller EN, Braun J, Jovicich J, et al. (2001) Neural correlates
of attention and working memory deficits in HIV patients. Neurology 57: 1001–
1007.
13. Chang L, Tomasi D, Yakupov R, Lozar C, Arnold S, et al. (2004) Adaptation of
the attention network in human immunodeficiency virus brain injury. Ann
Neurol 56: 259–272.
14. Chang L, Yakupov R, Nakama H, Stokes B, Ernst T (2008) Antiretroviral
treatment is associated with increased attentional load-dependent brain
activation in HIV patients. J Neuroimmune Pharmacol 3: 95–104.
15. Ernst T, Chang L, Jovicich J, Ames N, Arnold S (2002) Abnormal brain
activation on functional MRI in cognitively asymptomatic HIV patients.
Neurology 59: 1343–1349.
16. Ernst T, Yakupov R, Nakama H, Crocket G, Cole M, et al. (2009) Declined
neural efficiency in cognitively stable human immunodeficiency virus patients.
Ann Neurol 65: 316–325.
17. Ances BM, Sisti D, Vaida F, Liang CL, Leontiev O, et al. (2009) Resting
cerebral blood flow: a potential biomarker of the effects of HIV in the brain.
Neurology 73: 702–708.
18. Ances BM, Vaida F, Yeh MJ, Liang CL, Buxton RB, et al. (2010) HIV infection
and aging independently affect brain function as measured by functional
magnetic resonance imaging. J Infect Dis 201: 336–340.
19. Ances B, Vaida F, Ellis R, Buxton R (2011) Test-retest stability of calibrated
BOLD-fMRI in HIV- and HIV+ subjects. Neuroimage 54: 2156–2162.
20. Taulu S, Simola J (2006) Spatiotemporal signal space separation method for
rejecting nearby interference in MEG measurements. Phys Med Biol 51: 1759–
1768.
21. Talairach G, Tournoux P (1988) Co-planar stereotaxic atlas of the human brain.
New York: Thieme.
22. Hoechstetter K, Bornfleth H, Weckesser D, Ille N, Berg P, et al. (2004) BESA
source coherence: a new method to study cortical oscillatory coupling. Brain
Topogr 16: 233–238.
23. Ernst MD (2004) Permutation methods: A basis for exact inference. Statistical
Science 19: 676–685.
24. Maris E, Oostenveld R (2007) Nonparametric statistical testing of EEG- and
MEG-data. J Neurosci Methods 164: 177–190.
25. Gross J, Kujala J, Hamalainen M, Timmermann L, Schnitzler A, et al. (2001)
Dynamic imaging of coherent sources: Studying neural interactions in the
human brain. Proc Natl Acad Sci U S A 98: 694–699.
26. van Veen BD, van Drongelen W, Yuchtman M, Suzuki A (1997) Localization of
brain electrical activity via linearly constrained minimum variance spatial
filtering. IEEE Trans Biomed Eng 44: 867–880.
27. Hillebrand A, Singh KD, Holliday IE, Furlong PL, Barnes GR (2005) A new
approach to neuroimaging with magnetoencephalography. Hum Brain Mapp
25: 199–211.
28. Carey CL, Woods SP, Rippeth JD, Gonzalez R, Moore DJ, et al. (2004) Initial
validation of a screening battery for the detection of HIV-associated cognitive
impairment. Clin Neuropsychol 18: 234–248.
29. Woods SP, Scott JC, Dawson MS, Morgan EE, Carey CL, et al. (2005)
Construct validity of Hopkins Verbal Learning Test-Revised component process
measures in an HIV-1 sample. Arch Clin Neuropsychol 20: 1061–1071.
30. Thompson PM, Dutton RA, Hayashi KM, Toga AW, Lopez OL, et al. (2005)
Thinning of the cerebral cortex visualized in HIV/AIDS reflects CD4+ T
lymphocyte decline. Proc Natl Acad Sci U S A 102: 15647–15652.
31. Fox MD, Raichle ME (2007) Spontaneous fluctuations in brain activity observed
with functional magnetic resonance imaging. Nat Rev Neurosci 8: 700–711.
32. Greicius MD, Menon V (2004) Default-mode activity during a passive sensory
task: uncoupled from deactivation but impacting activation. J Cogn Neurosci 16:
1484–1492.
33. Raichle ME, MacLeod AM, Snyder AZ, Powers WJ, Gusnard DA, et al. (2001)
A default mode of brain function. Proc Natl Acad Sci U S A 98: 676–682.
34. Konrad K, Eickhoff SB (2010) Is the ADHD brain wired differently? A review
on structural and functional connectivity in attention deficit hyperactivity
disorder. Hum Brain Mapp 31: 904–916.
35. Laird AR, Eickhoff SB, Li K, Robin DA, Glahn DC, et al. (2009) Investigating
the functional heterogeneity of the default mode network using coordinate-based
meta-analytic modeling. J Neurosci 29: 14496–14505.
36. Schilbach L, Eickhoff SB, Rotarska-Jagiela A, Fink GR, Vogeley K (2008)
Minds at rest? Social cognition as the default mode of cognizing and its putative
relationship to the ‘‘default system’’ of the brain. Conscious Cogn 17: 457–467.
37. Scheeringa R, Bastiaansen MC, Petersson KM, Oostenveld R, Norris DG, et al.
(2008) Frontal theta EEG activity correlates negatively with the default mode
network in resting state. Int J Psychophysiol 67: 242–251.
38. Foster BL, Parvizi J (2012) Resting oscillations and cross-frequency coupling in
the human posteromedial cortex. Neuroimage 60: 384–391.
39. Brookes MJ, Woolrich M, Luckhoo H, Price D, Hale JR, Stephenson MC,
Barnes GR, Smith SM, Morris PG (2011) Investigating the electrophysiological
basis of resting state networks using magnetoencephalography. Proc Natl Acad
Sci U S A 108:16783–16788.
40. Jensen O, Tesche CD (2002) Frontal theta activity in humans increases with
memory load in a working memory task. Eur J Neurosci 15: 1395–1399.
41. Brookes MJ, Wood JR, Stevenson CM, Zumer JM, White TP, Liddle PF, Morris
PG (2011) Changes in brain network activity during working memory tasks: a
magnetoencephalography study. Neuroimage 55(4): 1804–1815.
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